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Applicant's or agent's file reference 
33132PWO 


FOR FURTHER ACTION 


See item 4 below 
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International application No. 
PCT/EPZCO4/OQ6320 


International filing dale (day/momlt/year) 
1 1 June 2004 {1 1 .06.2004) 


Priority dale (day/tnandttyear) 
11June2003 (11.06.2003) 
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U i^pSHf? 5!lS? B ^ n !? ^ ? n P^™* < c N<w D is issued by the Internationa] Bureau on benalf of the 
ImtnwnonsJ Searching Authority under Rule 44 bit. 1 (a). 

2. This fcfiPORT conwste of a total of G sheets* including this cover sheet. 

In the attached sheets, any reference to the written opinion of the International Searching Authority should be read as a reference 
m the international preliminary report on patentability (Chapter I) instead. «w«oce 



3. This repon contains indications relating to the following items: 
Box Ho, I Basis of the report 

[j>^) BoxNo.H Priority 

Q Box No. m Non-establishment of opinion with regard to novelty, inventive step and industrial 

applicability 

I | Box No, IV Z^k of unity of invention 

|3 Box No. V Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 

applicability; citations and explanations supporting such statement 

I I Box No. VI Certain documents cited 

Q BoxNo.VH Certain defects in the international appJic»Uon 

Q Box No. Vm Certain observations on the international application 

4 ' ]£ ™ 2K r D lb,s <*P°« » designated Offices in accordance with Rules 44*r,3<c)and 03bisA but 

not, except where the applicant makes an express request under Artide 23<2X before the expiration of 30 months trom trTprioriry 



date <Ru]e44*rr.2X 
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01 May 2006 (01.06,2006) 
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WRITTEN OPIMOrt OPTHE 
INTERNATIONAL SEARCHING AUTHORITY 

(PCT Rule ASbir.i) 



Appli cart's or agent's file reference 

33132P WO 



International application No. 

PCT/EP2004/006320 



Dale of mailing 
{day/mottih/ytoY) 



POR FURTHER ACTION 

Sec por agroph 2 below 



Internal ions) filing dole {(fay/mtntihArcor) 

11.06,2004 



International Potent Classification (IPC) or both national ciauificntioo and IK? 



Priority date (dny/monitfycar) 

11.06,2003 



Applicant 

MEDICAL ENZYMES AG 



J. TMa opt nlon contains indication* Hating lo the following items: 



□ 

□ 

□ 

□ 
□ 



Boa No, I Basis of the opinion 

Box No. II Priority 

Bm No, III Non-establishment orppinion with regard lo novelty, inventive step nnd industrial applicability 

Box No, IV Lock of unity of invention 

Qox No. V Reasoned s) ate men* under Rnle 43Wx,i(a)(lj w\ it) tt&tft 10 novelty, invenli ve step or industrial 
Applicability; citations and expjanutjorp atippvrhnB wen statement 

Box No, VI Certain documents cited 

Bo* Na VU Certain defcd* in the International appliwticn 

Box No. vm Cert Din observations on the intemadonai application 



FURTHER ACTION 

IP a demand for international preliminary examination is fliade, tbid opinion will be considered lo be a written opinion of the 
Imemoiloftol Preliminary Examining Authority C~IPeA"> except Owi this does not apply where the applicant chooses an Authority other 
than this one 10 be the IPBA and the chosen IPHa ha a notified the lnumwlional Butcoi* under Rule 6d.j^*<b) thai wrilton opinions of 
IhU International Searching Authority will not be so considered. 

If this opinion is, as provided above, considered lo be n written opinion of the JPEA, lho applicant ii invited lo submit to the IPBA a 
written reply together, where appropriate, wilh amendments, before the expiration of 3 months from the dale of mailing of Form 
PCT/lSA/220 Or bafore lh* expiration of 72 months from the priority date, whichever expires later. 
f^JT further option*, see Form PCT/JS A/220. 

For further details, see notes to Form PCT/ISa/220. 



Name and mailing address of the JSa/BP 



finest mils No. 



Authorised officer 



Telephones No, 
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WRITTEN OPINION OP THE 
INTERNATIONAL SEARCHING AUTHORITY 


Internniiotnl application No. 

PCT/EP2004/006320 




Box No. J Bads of this opinion 






□ thii opinion Ihj been est obHsfcd on Ihe tttlfs of a mnslmf an from the onnina! | 0rtfil|a]F imo lps foi Jow j ns | anfiuaFB 

. whieh it the lounge era Inmdadon farniahed for the purpose of ime/AAtional search (and* 

Ru]o 13J and 23.1<M>, 

2. With rcgard to any nucleotide and/or amino acid Sttjctwe ditehwed in the inlenMlianol aopJIcotion and r« ih^ <4j,i i 

mention, (his opinion has been established on Ihe htf s off «PPJicown and necessary to the corned 






a. type of material 

[~"| o sequence lining 

F"| Inblefo retuled lo Ihe sequence listing 

b. rormat of nwlcrid 
Q In wriitcn fornwi 

n in compmer readMbJe Torm 
a lime of filins/fumiahfng 

1 1 ctwunined in the inlerfMitiOna] appilcftllon tu filed. 

1""} filed wgcihor with the iniefqeiionnl application in computer readable form. 

Q furni shed subsequently lo this Authority for the purposes of «t*ch. 

3 " O w£^J ft ,h!? £? . lbal m °* u * J™ 1 W 0r CTpy ° r * * t > BenBe Ks,i ^ "id/of fM*,} relating iteme- hu been filed or 
Tt" ^T 0U ^ l ta W^nfton *° the subsequent or additional i> idcniieaj fo dJh, toSJEm » 
filed or does nol go beyond fbc apportion a* filed, as appropriate, were wmiined. OT "FP«°wi«n as 

4 Additional comments: 
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WRiTTttN OPINION OP TH& 
INTERNATIONAL SEaJICHIKGaOTHOIUTV 



Box N*n 



Priority 



Intcnwtiona] application No, 

PCT/EP2004/006320 



l. £3 Thefonowingdcw M mcnthnaftoiyclh«nfW«jheds 

^| copy of ihc earlier oppll cmion whose priority ho* been claimed (Role tfofcj and 6fi.7< fl >|. 
[J Wnartiwi of iha e*licr application whose or {only has been claimed (Rule 43ttf. | nnd 6&7<p* 

Oonseqpem|y il has no, b**q po ,iibJe lo eoatidcr the validity of the priority ejaim. This opinio* has neveiiheleu t«n «mhHri~,4 
ihc asainplmn thm <fc e relevant date io ihc claimed priority dole. P nevctlhclcH been established c 



■2^-C3«jrhi3jninijQaJwaJic^ 

^ (ft wles 43 Wx. J end $4.1 ). Tliw for the c 



relevant date, 
i Add i lions J observations. If necessary: 
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WRITTEN OPINION OP TUB 
INTERNATIONAL SEARCHING AUTHORITY 


InittOttienal opplkmion No. 

PCT/EP2004/006320 




«OX WO. V KKM* ^icmem uitftr R til* 4*>|*.l(0>fl) wUU regard lo nordly. inventive stop or Industry appl irabill^ 
aUiUpna orvi expiations sq pportii* siicfa jwiommi ^ ™™rMii appiicmiiy. 




tfMftyW Claims 1-9 

Claims . _ 

Jnv.mive^pOS) 0ainw 1-9 vBfi 
Claim* N0 






IndDKriaTanplicaUliyc^i Claims 1_9 (see text) 




2* Citations o«J explanations: 

1. The application states that an unexpected 

synergistic effect exists for the combination of 
glutaminase with antineoplastic anthracyclines or 
platinum complexes . 

When there is a synergistic effect, the combination 
of drugs (A + B) has a superadditive effect compared 
with the purely computational combination of the 
effects of A plus B; e.g. effect of A = 20% and of 
B = 30$, whereas the combination (the combination 
product) (A + B) yields an effect of 8Q%. 

It must be taken into account in the interpretation 
of the data according to the figures that the growth 
is indicated therein in %, The effect achieved by 
the drugs must therefore be calculated using (100 - 
%) * 

2, Hence, the effects (= growth inhibition) of the 
drugs emerge for mitomycin and CNS SF-539 cells 
(fig. 1) as being: 
glutaminase (100-21) = 79% 
mitomycin (100-99) 1% 





Form PCT/JSA/237 (Box No. V) (January 2004; 
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WRJTtttN OPJNJON OF THfi lnle«Wli©i»l ippliwijonNo. ^ 

international searching authority PCT/EP20O4/00632Q 








total - 80% " — 

(glutaminase + mitomycin) ~ (100 - 7) - 93% 

Comparison of the total (&0%) with the actually 
achieved combination effect (97$) shows that a 






synergistic effect is present in this case. 

The same is true approximately for mito*anthrone on 
breast MCF7 cells according to fig. 2 and for 
eis-platin on MCF7 cells according to fig. 3. 

3, Since there appears to be no relevant prior art, the 
subject: matter of claims 1-9 is regarded as novel 
and inventive, 

4, The description should be made consiatent with the 
claims. Accordingly, only the chemothexapeutic 
agents mentioned in the claims as agents suitable 
for combination products should remain in the 
description. There is no evidence of a synergistic 
effect for any chemotherapeutic agents other than 
those mentioned in the claims. 

5, The PCT Contracting states do not have uniform 
criteria for assessing the industrial applicability 
of claim 9 in its present form. Patentability may 
also depend on the wording of the claims. The EPO, 
for example, does not recognize the industrial 
applicability of claims to the medical use of a 
compound; it may, however, allow claims to the first 
medical application of a known compound or to the 
use of such a compound in the manufacture of a drug 
for a new meaical application. 
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